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JOINT EVALUATION
Subject Right Subject Left
9= 9=
Replaced Replaced
0 = Absent NA =No 0 = Absent NA =No
1 = Present Assessment 1 = Present Assessment
JOINT Pain/ Pain/
(Tick Correct Answer) Tenderness | Swelling Joint Tenderness | Swelling Joint
27. Metatarsophalangeal II1 0 1 0 1 9 NA 0 1 0 1 9 NA
28. Metatarsophalangeal IV 0 1 0 1 9 NA 0 1 0 1 9 NA
29. Metatarsophalangeal V 0 1 0 1 9 NA 0 1 0 1 9 NA
30. Great Toe/Hallux 0 1 0 1 9 NA 0 1 0 1 9 NA
31. Interphalangeal II 0 1 0 1 9 NA 0 1 0 1 9 NA
32. Interphalangeal III 0 1 0 1 9 NA 0 1 0 1 9 NA
33. Interphalangeal IV 0 1 0 1 9 NA 0 1 0 1 9 NA
34. Interphalangeal V 0 1 0 1 9 NA 0 1 0 1 9 NA
TOTAL Joint Count
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Appendix L. Latent TB Risk Assessment Form Example

1. Have you or an immediate family member or other close contact ever been

diagnosed or treated for tuberculosis?

2. Have you lived in or had prolonged travels to countries in the following regions:

Africa

Eastern Europe
Asia

Latin America
Caribbean Islands

Russia

3. Have you lived or worked in a prison, homeless shelter/refugee camp, immigration

center, health care worker in a hospital or nursing home?

4.  Have you, or an immediate family member, had any of the following problems for

the past 3 weeks or longer:

Chronic Cough

Chest pain, or pain with breathing or coughing
Blood-Streaked Sputum (coughing up blood)
Unexplained Weight Loss

Fever

Fatigue/Tiredness

Night Sweats

Shortness of Breath

From: http://www mayoclinic.org/diseases-conditions/tuberculosis/symptoms-causes/dxc-20188557
http://www.in.gov/fssa/files/Tuberculosis_Questionnaire.pdf.
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Appendix J. Patient's Global Assessment of Disease Activity Example

Visual Analog Scale (VAS)

VAS will be used to assess the subject's global assessment of disease activity. Each VAS
consists of a horizontal 100 mm line anchored at either end by opposite adjectives

reflecting the spectrum/severity of the parameters assessed:

e Subject's global assessment of disease activity (within last 24 hours)

The subject will rate the severity of the RA symptoms and how he/she is doing from 0 to
100. This assessment will be used for the DAS28 (CRP) calculation in this study (see
example below):

Please place a vertical mark on the line below to indicate how well your rheumatoid
arthritis has been doing during THE LAST 24 HOURS:

0 100
Very Well Very Poorly
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Appendix K. Patient's Assessment of Pain Example

Visual Analog Scale (VAS)

VAS will be used to assess the subject's assessment of pain. Each VAS consists of a
horizontal 100 mm line anchored at either end by opposite adjectives reflecting the

spectrum/severity of the parameters assessed:
How much pain have you had because of your condition within the previous week?

Place a mark on the line below to indicate how severe your pain has been.

NO PAIN WORST
POSSIBLE PAIN
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Appendix L. Health Assessment Questionnaire (HAQ-DI) Example

HEALTH ASSESSMENT QUESTIONNAIRE

In this section we are interested in learning how your illness affects your ability to

function in daily life.

Please check the response which best describes your usual abilities OVER THE PAST WEEK:

WITHOUT ANY WITHSOME WITHMUCH UNABLE
DIFFICULTY DIFFICULTY DIFFICULTY TODO

DRESSING AND GROOMING

Are you able to:

Dress yourself, including tying ] ] ] ]

shoelaces and doing buttons?

Shampoo your hair? ] ] ] ]

ARISING

Are you able to:

Stand up from a straight chair? ] L] ] ]

Get in and out of bed? L] ] ] ]

EATING

Are you able to:

Cut your own meat? L] ] ] U]

Lift a full cup or glass to your ] ] ] ]

mouth?

Open a new milk carton? ] L] ] ]

WALKING

Are you able to:

Walk outdoors on flat ground? ] ] L] ]

Climb up five steps? ] ] ] U]

Please check any AIDS OR DEVICES that you usually use for any of these activities:

[] Cane [] Devices used for dressing (button hook, zipper pull, long
handled shoe horn, etc.)

[] Walker [] Built up or special utensils

[] Crutches [] Special or built up chair

[] Wheelchair [] Other (Specify: )
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Please check any categories for which you usually need HELP FROM ANOTHER PERSON:
[] Dressing and Grooming [] Eating

[] Arising [] Walking

Please check the response which best describes your usual abilities OVER THE PAST WEEK:

WITHOUT ANY WITHSOME WITHMUCH UNABLE
DIFFICULTY DIFFICULTY DIFFICULTY TO DO

HYGIENE

Are you able to:

Wash and dry your body? ] ] ] ]
Take a tub bath? ] ] ] ]
Get on and off the toilet? O O [ O
REACH

Are you able to:

Reach and get down a 5-pound L] ] ] U]
object (such as a bag of sugar)

from just above your head?

Bend down to pick up clothing ] L] ] ]
from the floor?

GRIP

Are you able to:

Open car doors? L] ] ] U]
Open jars which have been ] L] ] ]
previously opened?

Turn faucets on and off? L] ] ] U]
ACTIVITIES

Are you able to:

Run errands and shop? ] ] ] ]
Get in and out of a car? ] ] ] U]
Do chores such as vacuuming ] ] L] ]

or yard work?
Please check any AIDS OR DEVICES that you usually use for any of these activities:

[] Raised toilet seat ] Bathtub bar

[] Bathtub seat [] Long-handled appliances for reach

[] Jar opener (for jars previously opened) [] Long-handled appliances in bathroom
[] Other (Specify: )
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Please check any categories for which you usually need HELP FROM ANOTHER PERSON:
[] Hygiene [] Gripping and opening things
[] Reach [] Errands and chores

HAQ — United States/English
HAQ-DI AU1.0-eng-USori.doc  © Stanford University
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Appendix M.  Patient's Assessment of Severity and Duration of Morning Stiffness

Example

Instructions:

Please clearly mark an X' in the box (X) that best describes your experience with

morning stiffness on awakening in the past 7 days.

No mommg Worst possible moming
stiffnezs stiffness
L i v

=]
—_T
(]

When you experience morning stiffness, how long does it take to get as limber as

possible: hours minutes
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Appendix N. EuroQoL-5D-5L Example
Under each heading, please check the ONE box that best describes your health TODAY:
Mobility

I have no problems walking
I have slight problems walking
I have moderate problems walking

I have severe problems walking

OO0o00o

I am unable to walk
Self-Care

I have no problems washing or dressing myself
I have slight problems washing or dressing myself
I have moderate problems washing or dressing myself

I have severe problems washing or dressing myself

0O Oo0otdon

I am unable to wash or dress myself
Usual Activities (e.g., work, study, housework, family or leisure activities)

I have no problems with doing my usual activities
I have slight problems with doing my usual activities
I have moderate problems with doing my usual activities

I have severe problems with doing my usual activities

OoUooog

I am unable to do my usual activities
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Pain/Discomfort

I have no pain or discomfort

I have slight pain or discomfort

I have moderate pain or discomfort
I have severe pain or discomfort

I have extreme pain or discomfort
Anxiety/Depression

I am not anxious or depressed

I am slightly anxious or depressed

I am moderately anxious or depressed
I am severely anxious or depressed

I am extremely anxious or depressed

O0Oo0do

OUo0Oo0
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The best health

you can imagine

« Wewould like to know how good or bad your health is 100

TODAY. g5

* This scale is numbered from Oto 100, 20

* 100 means the best health you canimagine.

85
0 means the worst health you canimagine.

20
+  Mark an X on the scale to indicate how your health is

TODAY.
* MNow, please write the number you marked on the scale in
the box below.
65
60

55

50

YOUR HEALTH TODAY = a5

40

35

30

25

20

15

10

5

|IIII|IIII|IIII|IIIJ|IIJI|IIII|IIII|IIII|IIII|IIII|IJII|IIIJ|IIJI|IJII|IIII|IIII||||||||||||||||J||||

|IIII|IIII|IIII|IIII|IIJI|IIII|IIII|IIII|IIII|IIII|IJII|IIIJ|IIJI|IIII|IIII|IIII|IIII|IIII|IIII|IIII|

a

The worst health

you can imagine
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Appendix O. Short Form-36 (SF-36™) Health Status Survey Questionnaire
Example

Your Health and Well-Being

This survey asks for your views about your health. This information will help keep

track of how you feel and how well you are able to do your usual activities. Thank
you for completing this survey!

For each of the following questions, please mark an X in the box that best describes
your answer.

1. In general, would you say your health is:

‘ Excellent Very good Good Fair Poor ‘
v v v v v
L1 ]2 [J3 4 15

2. Compared to 1 year ago, how would you rate your health in general now?

Somewhat better Somewhat worse
Much better now  now than one year  About the same as  now than one year ~ Much worse now
than one year ago ago one year ago ago than one year ago
L1 ]2 [J3 [ 4 L5
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3. The following questions are about activities you might do during a typical day.

Does your health now limit you in these activities? If so, how much?

Yes, Yes, No, not
limited limited limited
alot a little at all

v \/ v

Vigorous activities, such as running, lifting
heavy objects, participating in strenuous

sports 1 (12 (13
> Moderate activities, such as moving a table,

pushing a vacuum cleaner, bowling, or playing golf ) 12 K
¢ Lifting or carrying groceries ) 12 K
d Climbing several flights of stairs []1 [ ]2 E;
¢ Climbing one flight of stairs 1 (]2 13
f Bending, kneeling, or stooping 1 (]2 13
¢ Walking more than a mile 1 (]2 13
h Walking several hundred yards []1 [ ]2 E;
i Walking one hundred yards 1 (2 L3
I Bathing or dressing yourself ) 12 13
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4. During the past 4 weeks, how much of the time have you had any of the following
problems with your work or other regular daily activities as a result of your
physical health?

Some A little
All of the Mostof ofthe ofthe None of the
time the time  time time time

vV v.v VvV ¥V

* Cut down on the amount of time you
spent on work or other activities [ L2 ] [ a4 HE

® Accomplished less than you would like [ L2 ] [ 4 HE

¢ Were limited in the kind of work or

other activities [ L2 3 [ a4 HE

¢ Had difficulty performing the work or
other activities (for example, it took extra

effort) [ L2 ] [ a4 HE
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5. During the past 4 weeks, how much of the time have you had any of the following

problems with your work or other regular daily activities as a result of any

emotional problems (such as feeling depressed or anxious)?

Allof Mostof  Some
the the of the
time time time

* Cut down on the amount of time you spent
on work or other activities [H)! L2 ]

® Accomplished less than you would like [ L2 ]

¢ Did work or other activities less carefully

than usual [ L2 (13

A little None
of the of the

time time
vV V¥V
(4 LIs
(4 LIs
(4 LIs

6.  During the past 4 weeks, to what extent has your physical health or emotional

problems interfered with your normal social activities with family, friends,

neighbors, or groups?

‘ Not at all Slightly Moderately Quite a bit
v v v v
) L2 L3 [ 14

7. How much bodily pain have you had during the past 4 weeks?

Extremely ‘

v
L5

‘ None Very mild Mild Moderate Severe
v v v v v
) [12 [13 (4 s

Very Severe ‘

v
O
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8. During the past 4 weeks, how much did pain interfere with your normal work

(including both work outside the home and housework)?

| Notatall A little bit Moderately Quite a bit Extremely |
\ 4 \ 4 \ 4 \ 4 \ 4
) 12 3 14 s

9.  These questions are about how you feel and how things have been with you during

the past 4 weeks. For each question, please give the one answer that comes closest

to the way you have been feeling. How much of the time during the past 4 weeks:

All of the Mostof Some of A little of None of

ti;e th%me th%me th%me th%me
* Did you feel full of life? []1 [ ]2 k! []4 15
® Have you been very nervous? []1 [ ]2 k! []4 15
¢ Have you felt so down in the dumps
that nothing could cheer you up? []1 [ ]2 k! []4 15
¢ Have you felt calm and peaceful? []1 [ ]2 k! []4 15
¢ Did you have a lot of energy? []1 [ ]2 k! []4 15
' Have you felt downhearted and
depressed? []1 [ ]2 k! []4 15
¢ Did you feel worn out? []1 [ ]2 k! []4 15
" Have you been happy? []1 [ ]2 k! []4 15
! Did you feel tired? []1 [ ]2 k! []4 15
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10.  During the past 4 weeks, how much of the time has your physical health or

emotional problems interfered with your social activities (like visiting friends,

relatives, etc.)?

All of the Most of the Some of the A little of the None of the
time time time time time
1 12 3 (14 s

11.  How TRUE or FALSE is each of the following statements for you?

Definitely =~ Mostly Don't Mostly  Definitely

true true know false false
vV v v v Vv

I seem to get sick a little easier

than other people []1 [ ]2 k! []4 15
® T am as healthy as anybody I know []1 [ ]2 k! []4 15
¢ I expect my health to get worse h L2 L3 L4 lE
d My health is excellent []1 [ ]2 k! []4 15

THANK YOU FOR COMPLETING THESE QUESTIONS

SF-36v2™ Health Survey© 1996, 2000 by QualityMetric Incorporated and Medical Outcomes Trust. All Rights
Reserved.

SF-36"isa registered trademark of Medical Outcomes Trust
(SF-36v2 Standard, US Version 2.0)
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Appendix P.

(FACIT-F) Scale Example

Functional Assessment of Chronic Illness Therapy — Fatigue

Below is a list of statements that other people with your illness have said are important.

Please circle or mark one number per line to indicate your response as it applies to

the past 7 days.

Ao

Anl4

AnlS

Ifeel fatigmed o
I feel weak all 0VET oo e e
I feel listless (Fwashed out™) .o
Tfeeltired e e

I havetrouble starting things because I am tired...

[ have trouble finishing things because I amtired.

TRAVE ST TH oo e e ee e e e e e e e e e e
[ am ableto domy usualativities oo

Ineedto sleep during the day oo

Tamtootired to eat. e e e e e e e e e e e

Ineedhelp doing my usual setivitias e

I am frustrated by being too tired to do the things
Dwvamtto oo

I havetolimit my social activity because I am

L1 T

Exnglich (Tnhversal)
Copyright 1987, 1997

A little
hit

Some-
what

b

(2]

(=]

b

b

(2]

(2]

b

b

(2]

(2]

b

b

Quite
a bit

Very
much

16 Novesmhesr 1007
Pag= lof ]
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Appendix Q.  Work Productivity and Activity Impairment Questionnaire:
Rheumatoid arthritis V2.0 (WPAI:RA)

The following questions ask about the effect of your rheumatoid arthritis on your ability
to work and perform normal daily activities. Please fill in the blanks or circle a number,

as indicated.

1. Are you currently employed (working for pay)? NO YES

If 'NO,' tick "NO" and skip to question 6.
The next questions refer to the past seven days, not including today.

2. During the past 7 days, how many hours did you miss from work because of

problems associated with your rheumatoid arthritis? /nclude hours you missed on

sick days, times you went in late, left early, etc., because of your rheumatoid

arthritis. Do not include time you missed to participate in this study.

HOURS

3. During the past 7 days, how many hours did you miss from work because of any

other reason, such as annual leave, holidays, time off to participate in this study?

HOURS

4.  During the past 7 days, how many hours did you actually work?

HOURS (If "0," skip to question 6.)

5. During the past 7 days, how much did your rheumatoid arthritis affect your

productivity while you were working?

Think about days you were limited in the amount or kind of work you could do, days you
accomplished less than you would like, or days you could not do your work as carefully as
usual. If rheumatoid arthritis affected your work only a little, choose a low number.

Choose a high number if rheumatoid arthritis affected your work a great deal.
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Consider only how much rheumatoid arthritis affected productivity while you were
working.

Rheumatoid Rheumatoid
arthritis had no arthritis

effect on my completely
work prevented me

from working

CIRCLE A NUMBER

6.  During the past 7 days, how much did your rheumatoid arthritis problems affect

your ability to perform your regular daily activities, other than work at a job?

By regular activities, we mean the usual activities you perform, such as working
around the house, shopping, childcare, exercising, studying, etc. Think about times
you were limited in the amount or kind of activities you could perform and times
you accomplished less than you would like. If rheumatoid arthritis affected your
activities only a little, choose a low number. Choose a high number if rheumatoid

arthritis affected your activities a great deal.

Consider only how much rheumatoid arthritis affected your ability to perform your

regular daily activities, other than work at a job.
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Rheumatoid Rheumatoid

arthritis had no arthritis

effect on my completely
daily activities prevented me
from performing

my daily activities

CIRCLE A NUMBER

WPAIL:RA V2.0 (US English)
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Appendix R. Rheumatology Common Toxicity Criteria v.2.0 Example

For designation of adverse event terms not shown in the Rheumatology Common Toxicity

Criteria v.2.0 table, the approach described in Row 1 should be used.
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Qbb\vie Upadacitinib
M15-925 Protocol Amendment 4
EudraCT 2016-000933-37

Appendix S. Protocol Amendment: List of Changes

A summary of changes is listed in Section 1.1.

Global Protocol Changes

"ABT-494" has been changed to read "upadacitinib" throughout the protocol.

Specific Protocol Changes

Section 1.0 Title Page
""Sponsor/Emergency Contact:"
Add: "Emergency 24 hour Number:"

Emergency 24 hour Number:

Section 1.2 Synopsis
Previously read:

AbbVie Inc. Protocol Number: M15-925
Name of Study Drug: ABT-494 Phase of Development: 3
Name of Active Ingredient: ABT-494 Date of Protocol Synopsis: 28 March 2017

Protocol Title: A Phase 3, Randomized, Active-Controlled, Double-Blind Study Comparing ABT-494
to Abatacept in Subjects with Moderately to Severely Active Rheumatoid Arthritis with Inadequate
Response or Intolerance to Biologic DMARDs (bDMARDs) on Stable Conventional Synthetic Disease
Modifying Anti-Rheumatic Drugs (csDMARDs)

Objectives:

Period 1

To compare the safety and efficacy of ABT-494 30 mg once daily (QD) versus abatacept intravenous
(IV) for the treatment of signs and symptoms of rheumatoid arthritis (RA) in bDMARD-inadequate
response ((DMARD-IR) or bDMARD-intolerant subjects with moderately to severely active RA.
Period 2

To evaluate the long-term safety, tolerability, and efficacy of ABT-494 30 mg QD in subjects with RA
who have completed Period 1.

Investigators: Multicenter

Study Sites: Approximately 200
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Study Population:

Adult female and male subjects who are at least 18 years of age with a diagnosis of RA for > 3 months
who also fulfill the 2010 ACR/European League Against Rheumatism (EULAR) classification criteria for
RA. Subjects who have been treated > 3 months prior to the screening visit with > 1 bDMARD therapy
and > 3 months with csDMARDs and have never received abatacept, but continue to exhibit active RA or
had to discontinue due to intolerability or toxicity, irrespective of treatment duration may be enrolled.
Eligible study subjects must have > 6 swollen joints (based on 66 joint counts) and > 6 tender joints
(based on 68 joint counts) at Screening and Baseline Visits, and high-sensitivity C-reactive protein
(hsCRP) > 3 mg/L (central lab) at Screening. Subjects must have been on a stable dose of csDMARD
therapy (restricted to methotrexate [MTX], chloroquine, hydroxychloroquine, sulfasalazine, or
leflunomide) for > 4 weeks prior to the first dose of study drug.

Number of Subjects to be Enrolled: Approximately 550

Methodology:

This is a Phase 3, multicenter study that includes two periods. Period 1 is a 24-week randomized,
double-blind, parallel-group, active-controlled treatment period designed to compare the safety and
efficacy of ABT-494 30 mg QD versus abatacept IV for the treatment of signs and symptoms of subjects
with moderately to severely active RA who have an inadequate response to or intolerance to bDMARD
therapies other than abatacept and are currently on a stable dose of csDMARDs. Period 2 is an
open-label extension to evaluate the long-term safety, tolerability, and efficacy of ABT-494 30 mg QD in
subjects with RA who have completed Period 1.
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Methodology (Continued):
The study duration will include a 35-day maximum screening period; a 24-week randomized, double
blind, parallel-group, active controlled treatment period, with 30-day and 70-day follow-ups (Period 1);
an open-label long term extension period (up to 5 years) with a 30-day follow-up call or site visit
(Period 2);
Subjects who meet eligibility criteria will be randomized in a 1:1 ratio to one of two treatment groups:

e Group l: ABT-494 30 mg QD, N =275 (Period 1)

e Group 2: Abatacept IV at Day 1, Weeks 2, 4, 8, 12, 16 and 20 (< 60 kg: 500 mg; 60 — 100 kg:

750 mg; > 100 kg: 1,000 mg, N =275 (Period 1)

Randomization will be stratified by number of prior bDMARD use (stratum 1: failed 1 or 2 biologics of
the same class; stratum 2: failed > 3 biologics of the same class or failed biologics of multiple classes)
AND geographic region. Once 20% of total subjects have been randomized who have not completed
> 3 months of methotrexate, further screening of such methotrexate inexperienced subjects may be
suspended.
Subjects must have been on stable csDMARD(s) treatment for > 4 weeks prior to the first dose of study
drug and must remain on a stable dose until Week 12; the csDMARD dose may be decreased only for
safety reasons. Starting at Week 12 (after Week 12 assessments have been performed), initiation of or
change in corticosteroids, non-steroidal anti-inflammatory drugs (NSAIDs), acetaminophen, or adding or
increasing doses for up to 2 csDMARDs (concomitant use of up to 2 csDMARDs except the combination
of MTX and leflunomide) is allowed as per local label.

Rescue therapy will be offered to subjects who meet the following criteria:

e  Starting at Week 12, subjects who do not achieve > 20% improvement in both TJC and SJC at
two consecutive visits will be rescued with optimizing (initiate or increase) background RA
medications: NSAIDs, corticosteroids, low-potency analgesics, acetaminophen or adding or
increasing doses in up to 2 csDMARDs (concomitant use of up to 2 csDMARDs except the
combination of MTX and leflunomide) and, if necessary, a burst of systemic corticosteroids
(prednisone equivalent < 0.5 mg/kg/day for 3 consecutive days), intra-articular, intramuscular,
intravenous, trigger point or tender point, intra-bursa, and intra-tendon sheath injections of
corticosteroids, dosage and frequency per standard of care, are allowed.

Subjects who complete the Week 24 visit (end of Period 1) will enter the open-label long term extension
portion of the study, Period 2 (up to 5 years). Subjects who are assigned to ABT-494 treatment group in
Period 1 will continue to receive ABT-494 30 mg QD per original randomization assignment. Subjects
who are assigned to abatacept IV in Period 1 will be switched to receive ABT-494 30 mg QD.

An unblinded analysis will be conducted after all subjects have completed Period 1 (Week 24). Period 2
is open-label.

Diagnosis and Main Criteria for Inclusion/Exclusion:

Main Inclusion:

1. Adult male or female, at least 18 years old.

2. Diagnosis of RA for > 3 months who also fulfill the 2010 ACR/EULAR classification criteria for
RA.

3. Subjects have been treated for > 3 months with > 1 bDMARD therapy, but continue to exhibit active
RA or had to discontinue due to intolerability or toxicity, irrespective of treatment duration AND
have never received abatacept prior to first dose of study drug.
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Diagnosis and Main Criteria for Inclusion/Exclusion (Continued):

Main Inclusion (Continued):

4. Subjects have been receiving csDMARD therapy > 3 months and on a stable dose for > 4 weeks
prior to the first dose of study drug:

e  The following csDMARD:s are allowed (stable dose for > 4 weeks prior to the first dose of study
drug): oral or parenteral MTX (7.5 to 25 mg/week), sulfasalazine (< 3000 mg/day),
hydroxychloroquine (< 400 mg/day), chloroquine (< 250 mg/day), and leflunomide
(<20 mg/day).

e A combination of up to two background csDMARD:s is allowed EXCEPT the combination of
MTX and leflunomide.

5. Subject meets both of the following minimum disease activity criteria:

c. =6 swollen joints (based on 66 joint counts) and > 6 tender joints (based on 68 joint counts) at
Screening and Baseline Visits; and

d.  hsCRP >3 mg/L (central lab) at Screening Visit.

Main Exclusion:

1. Prior exposure to any Janus kinase (JAK) inhibitor (including but not limited to ABT-494,
tofacitinib, baricitinib, and filgotinib).
Prior exposure to abatacept.

3. History of any arthritis with onset prior to age 17 years or current diagnosis of inflammatory joint
disease other than RA (including but not limited to gout, systemic lupus erythematosus, psoriatic
arthritis, axial spondyloarthritis including ankylosing spondylitis and non-radiographic axial
spondyloarthritis, reactive arthritis, overlap connective tissue diseases, scleroderma, polymyositis,
dermatomyositis, fibromyalgia [currently with active symptoms], or any arthritis with onset prior to
age 17 years). History of secondary Sjogren's Syndrome is permitted.

4. Laboratory values meeting the following criteria within the Screening period prior to the first dose of
study drug: serum aspartate transaminase > 2 X upper limit of normal (ULN); serum alanine
transaminase > 2 x ULN; estimated glomerular filtration rate by simplified 4-variable Modification
of Diet in Renal Disease formula < 40 mL/min/1.73 mz; total white blood cell count < 2,500/uL;
absolute neutrophil count < 1,500/uL; platelet count < 100,000/uL; absolute lymphocyte count
< 800/uL; and hemoglobin < 10 g/dL.

Investigational Product: ABT-494

Dose: 30 mg QD

Mode of Administration: Oral

Reference Therapy: Period 1 only: Placebo for ABT-494 30 mg QD

Dose: N/A

Mode of Administration: Oral

Reference Therapy: Period 1 only: abatacept

Dose: <60 kg: 500 mg; 60 — 100 kg: 750 mg; > 100 kg: 1,000 mg
Mode of Administration: IV: Day 1, Weeks 2, 4, 8, 12, 16, and 20
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Reference Therapy: Period 1 only: Placebo for abatacept (0.9% Sodium Chloride Injection
or Solution for Infusion)
Dose: N/A

Mode of Administration IV: Day 1, Weeks 2, 4, 8§, 12, 16, and 20

Duration of Treatment: Period 1: 24 weeks; Period 2: up to 5 years

Criteria for Evaluation:
Efficacy:
Period 1:
® The primary endpoint is the change from baseline in DAS28 (CRP) at Week 12 (non-inferiority)
Key secondary endpoints are:
e  Change from baseline in DAS28 (CRP) at Week 12 (superiority)
e  Proportion of subjects achieving Clinical Remission (CR) at Week 12 (superiority)
CR is defined as Disease Activity Score (DAS)28 (C-reactive protein [CRP]) < 2.6.
Additional endpoints are:
e  Proportion of subjects achieving low disease activity (LDA) at Week 12 (non-inferiority).
LDA is defined as Disease Activity Score (DAS)28 (C-reactive protein [CRP]) <3.2.
e  ACR20/50/70 response rates at all visits;

ACR20 response rate will be determined based on 20% or greater improvement in Tender Joint
Count (TJC) and Swollen Joint Count (SJC) and > 3 of the 5 measures of Patient's Assessment
of Pain (Visual Analog Scale [VAS]), Patient's Global Assessment of Disease Activity (VAS),
Physician's Global Assessment of Disease Activity (VAS), Health Assessment Questionnaire
Disability Index (HAQ-DI), or hsCRP.

e  Change from baseline in individual components of ACR response at all visits;

e  Change from baseline in DAS28(CRP) and DAS28 (erythrocyte sedimentation rate [ESR]) at all
VISItS;

e Change from baseline in SF 36 at Weeks 4, 12 and 24;

e  Change from baseline in morning stiffness at all visits;

e  Proportion of subjects achieving LDA or CR based on DAS28 (CRP), DAS28 (ESR), Simplified
Disease Activity Index (SDAI), and Clinical Disease Activity Index (CDAI) criteria (see below)
at all visits;

e  Change from baseline in EQ-5D-5L at Weeks 4, 12 and 24;

e  Change from baseline in Functional Assessment of Chronic Illness Therapy — fatigue (FACIT-F)
at Weeks 4, 8, 12 and 24;

e  Change from baseline in Work Productivity and Activity Impairment (WPAI) at Weeks 4, 8, 12
and 24;

e  Change from baseline in CDAI and SDAI at all visits;

e  Proportion of subjects achieving MCID in change from baseline in HAQ-DI (defined as change
from baseline in HAQ-DI < —0.3) at all visits;

e ACR/EULAR Boolean remission at all visits.

e Systemic corticosteroid dose (including cumulative dose at serial time points in Period 1)
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Criteria for Evaluation (Continued):

Efficacy (Continued):
Period 1 (Continued):
DAS28 (CRP) and DAS28 (ESR) SDAI CDAI
LDA <32 <11.0 <10
CR <2.6 <33 <28
Period 2:

Assessments to evaluate efficacy of treatment in Period 2 will be analyzed for the following measures at
Weeks 36, 48, and every 12 weeks thereafter until completion of the study:

e  Change from baseline in DAS28 (CRP);

e  Proportion of subjects achieving CR based on DAS28 (CRP), DAS28 (ESR), SDAI, and CDAI
criteria (as defined for Period 1);

® Proportion of subjects achieving LDA based on DAS28 (CRP), DAS28 (ESR), SDAI, and
CDAI criteria (as defined for Period 1);

e ACR20/50/70 response rates;

e  Change from baseline in individual ACR components;
e  Change from baseline in DAS28 (ESR);

e Change from baseline in HAQ-DI at all visits;

e Change from baseline in SF 36 at all visits;

e  Change from baseline in morning stiffness;

e  Concomitant corticosteroid use.

e ACR/EULAR Boolean remission

Assessments to evaluate efficacy of treatment in Period 2 will be analyzed for the following measures at
Week 48 only:

e  Change from baseline in EQ-5D-5L;

e  Change from baseline in FACIT-F;

e Change from baseline in WPAI RA.
Pharmacokinetic (Period 1 Only):

Blood samples for assay of ABT-494 and possibly other concomitant medications in plasma will be
collected at Weeks 2, 4, 8, 12, 16, 20 and 24/Premature Discontinuation.

Exploratory Research Variables and Validation Studies (Optional) (Period 1 Only):

Prognostic and predictive biomarker signatures may be evaluated. Samples for pharmacogenetic,
epigenetic, transcriptomic, and proteomic and targeted protein investigations will be collected at various
time points. Assessments will include but may not be limited to nucleic acids, proteins, metabolites, or
lipids.

Safety:

Safety evaluations include adverse event (AE) monitoring, physical examinations, vital sign
measurements, electrocardiogram (ECG), and clinical laboratory testing (hematology, chemistry, and
urinalysis) as a measure of safety and tolerability for the entire study duration.
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Statistical Methods:

Efficacy:

All efficacy analyses will be carried out using the Full Analysis Set population, which includes all
randomized subjects who receive at least one dose of study drug.

Period 1 Efficacy:

Analysis of the Primary and Key Secondary Endpoints:

The primary efficacy endpoint will be assessed via non-inferiority comparison of ABT-494 to abatacept
in change from baseline in DAS28 (CRP) at Week 12 using the 95% confidence interval (CI) of
treatment difference against the pre-specified non-inferiority margin.

The two key secondary efficacy endpoints involve the superiority comparisons of ABT-494 to abatacept
on change from baseline in DAS28(CRP) at Week 12 as well as the proportion of subjects achieving CR
based on DAS28 (CRP) at Week 12. The overall type I error rate of the primary and key secondary
endpoints will be strongly controlled via sequential testing.

For the binary endpoint of CR, frequencies and percentages will be reported for each treatment group,
and comparison of ABT-494 to abatacept will be conducted using the Cochran-Mantel-Haenszel test
adjusting for main stratification factors. Non-responder imputation will serve as the primary analysis
approach for missing data handling.

For the continuous endpoint of change from baseline in DAS28 (CRP), the mean, standard deviation,
median, and range will be reported for each treatment group. Comparison between ABT-494 and
abatacept will be carried out using the analysis of covariance model with treatment group as the fixed
factor, and the corresponding baseline value and the main stratification factors as the covariates.

Multiple imputations will serve as the primary analysis approach for missing data handling.
Long-Term Efficacy for Period 1 and Period 2 Combined:
Long-term efficacy by time point will be summarized using descriptive statistics.

Pharmacokinetic:

A non-linear mixed-effects modeling approach will be used to estimate the population central values and
the empirical Bayesian estimates of the individual values of ABT-494 oral clearance (CL/F) and volume
of distribution (V/F). Additional parameters may be estimated if useful in the interpretation of the data.

Safety:

Safety analyses will be carried out using the Safety Analysis Set, which includes all subjects who receive
at least one dose of study drug. Analyses will be conducted for Period 1 alone, as well as for Period 1
and Period 2 combined. Safety will be assessed by AEs, physical examination, laboratory assessments,
ECG, and vital signs. Frequency tables and lists of subjects with treatment-emergent AEs by preferred
term as in the Medical Dictionary for Regulatory Activities dictionary, by system organ class, by
severity, and by relationship to the study drug as assessed by the Investigator will be provided. The
changes from baseline in vital signs, physical examination results, and clinical laboratory values will be
analyzed in a descriptive manner. Shift of laboratory values from baseline to defined time points will be
tabulated.
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Has been changed to read:

AbbVie Inc. Protocol Number: M15-925
Name of Study Drug: Upadacitinib Phase of Development: 3
Name of Active Ingredient: Upadacitinib Date of Protocol Synopsis: 12 October 2017

Protocol Title: A Phase 3, Randomized, Active-Controlled, Double-Blind Study Comparing
Upadacitinib to Abatacept in Subjects with Moderately to Severely Active Rheumatoid Arthritis with
Inadequate Response or Intolerance to Biologic DMARDs (bDMARDs) on Stable Conventional
Synthetic Disease Modifying Anti-Rheumatic Drugs (¢csDMARDs)

Objectives:

Period 1

To compare the safety and efficacy of upadacitinib 15 mg once daily (QD) versus abatacept intravenous
(IV) for the treatment of signs and symptoms of rheumatoid arthritis (RA) in bDMARD-inadequate
response ((DMARD-IR) or bDMARD-intolerant subjects with moderately to severely active RA.

Period 2

To evaluate the long-term safety, tolerability, and efficacy of upadacitinib 15 mg QD in subjects with RA
who have completed Period 1.

Investigators: Multicenter

Study Sites: Approximately 200

Study Population:

Adult female and male subjects who are at least 18 years of age with a diagnosis of RA for > 3 months
who also fulfill the 2010 ACR/European League Against Rheumatism (EULAR) classification criteria for
RA. Subjects who have been treated > 3 months prior to the screening visit with > 1 bDMARD therapy
and > 3 months with csDMARDs and have never received abatacept, but continue to exhibit active RA or
had to discontinue due to intolerability or toxicity, irrespective of treatment duration may be enrolled.
Eligible study subjects must have > 6 swollen joints (based on 66 joint counts) and > 6 tender joints
(based on 68 joint counts) at Screening and Baseline Visits, and high-sensitivity C-reactive protein
(hsCRP) > 3 mg/L (central lab) at Screening. Subjects must have been on a stable dose of csDMARD
therapy (restricted to methotrexate [MTX], chloroquine, hydroxychloroquine, sulfasalazine, or
leflunomide) for > 4 weeks prior to the first dose of study drug.

Number of Subjects to be Enrolled: Approximately 550

Methodology:

This is a Phase 3, multicenter study that includes two periods. Period I is a 24-week randomized,
double-blind, parallel-group, active-controlled treatment period designed to compare the safety and
efficacy of upadacitinib 15 mg QD versus abatacept IV for the treatment of signs and symptoms of
subjects with moderately to severely active RA who have an inadequate response to or intolerance to
bDMARD therapies other than abatacept and are currently on a stable dose of csDMARDs. Period 2 is
an open-label extension to evaluate the long-term safety, tolerability, and efficacy of upadacitinib 15 mg
QD in subjects with RA who have completed Period 1.
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Methodology (Continued):

The study duration will include a 35-day maximum screening period; a 24-week randomized, double
blind, parallel-group, active controlled treatment period, with 30-day and 70-day follow-ups (Period 1);
an open-label long term extension period (up to 5 years) with a 30-day follow-up call or site visit
(Period 2);
Subjects who meet eligibility criteria will be randomized in a 1:1 ratio to one of two treatment groups:

e  Group l: upadacitinib 15 mg QD, N = 275 (Period 1)

e Group 2: Abatacept IV at Day 1, Weeks 2, 4, 8, 12, 16 and 20 (< 60 kg: 500 mg; 60 — 100 kg:

750 mg; > 100 kg: 1,000 mg, N =275 (Period 1)

NOTE: In Period 1, subjects randomized to Group 1 under Amendment 3 received 30 mg QD dose. This
study began enrolling under Amendment 3. Starting with Amendment 4, subjects randomized to Group |
will receive 15 mg QD dose. In Period 2, subjects who enrolled under Amendment 3, including subjects
randomized to both Group 1 and Group 2, will continue to receive open-label upadacitinib 30 mg QD.
Subjects who enroll under Amendment 4 or later will receive open-label upadacitinib 15 mg QD.
Subjects enrolled under Amendment 3 will follow the requirements and study procedures specified in
Amendment 3.

Randomization will be stratified by number of prior bDMARD use (stratum 1: failed 1 or 2 biologics of
the same class; stratum 2: failed > 3 biologics of the same class or failed biologics of multiple classes)
AND geographic region. Once 20% of total subjects have been randomized who have not completed

> 3 months of methotrexate, further screening of such methotrexate inexperienced subjects may be
suspended.

Subjects must have been on stable csDMARD(s) treatment for > 4 weeks prior to the first dose of study
drug and must remain on a stable dose until Week 12; the csDMARD dose may be decreased only for
safety reasons. Starting at Week 12 (after Week 12 assessments have been performed), initiation of or
change in corticosteroids, non-steroidal anti-inflammatory drugs (NSAIDs), acetaminophen, or adding or
increasing doses for up to 2 csDMARDs (concomitant use of up to 2 csDMARDs except the combination
of MTX and leflunomide) is allowed as per local label.

Rescue therapy will be offered to subjects who meet the following criteria:

e  Starting at Week 12, subjects who do not achieve > 20% improvement in both TJC and SJC at
two consecutive visits will be rescued with optimizing (initiate or increase) background RA
medications: NSAIDs, corticosteroids, low-potency analgesics, acetaminophen or adding or
increasing doses in up to 2 csDMARDs (concomitant use of up to 2 csDMARDs except the
combination of MTX and leflunomide) and, if necessary, a burst of systemic corticosteroids
(prednisone equivalent < 0.5 mg/kg/day for 3 consecutive days), intra-articular, intramuscular,
intravenous, trigger point or tender point, intra-bursa, and intra-tendon sheath injections of
corticosteroids, dosage and frequency per standard of care, are allowed.

Subjects who complete the Week 24 visit (end of Period 1) will enter the open-label long term extension
portion of the study, Period 2 (up to 5 years). Subjects who are assigned to upadacitinib treatment group
in Period 1 will continue to receive upadacitinib 15 mg QD per original randomization assignment.
Subjects who are assigned to abatacept IV in Period 1 will be switched to receive upadacitinib 15 mg
QD.

An unblinded analysis will be conducted after all subjects have completed Period 1 (Week 24). Period 2
is open-label.
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Diagnosis and Main Criteria for Inclusion/Exclusion:
Main Inclusion:

1. Adult male or female, at least 18 years old.

2. Diagnosis of RA for > 3 months who also fulfill the 2010 ACR/EULAR classification criteria for
RA.

3. Subjects have been treated for > 3 months with > 1 bDMARD therapy, but continue to exhibit active
RA or had to discontinue due to intolerability or toxicity, irrespective of treatment duration AND
have never received abatacept prior to first dose of study drug.

4. Subjects have been receiving csDMARD therapy > 3 months and on a stable dose for > 4 weeks prior
to the first dose of study drug:

e  The following csDMARDs are allowed (stable dose for > 4 weeks prior to the first dose of study
drug): oral or parenteral MTX (7.5 to 25 mg/week), sulfasalazine (< 3000 mg/day),
hydroxychloroquine (<400 mg/day), chloroquine (< 250 mg/day), and leflunomide
(<20 mg/day).

e A combination of up to two background csDMARD:s is allowed EXCEPT the combination of
MTX and leflunomide.

5. Subject meets both of the following minimum disease activity criteria:

e. =6 swollen joints (based on 66 joint counts) and > 6 tender joints (based on 68 joint counts) at
Screening and Baseline Visits; and

f.  hsCRP >3 mg/L (central lab) at Screening Visit.

Main Exclusion:

1. Prior exposure to any Janus kinase (JAK) inhibitor (including but not limited to upadacitinib,
tofacitinib, baricitinib, and filgotinib).
Prior exposure to abatacept.

3. History of any arthritis with onset prior to age 17 years or current diagnosis of inflammatory joint
disease other than RA (including but not limited to gout, systemic lupus erythematosus, psoriatic
arthritis, axial spondyloarthritis including ankylosing spondylitis and non-radiographic axial
spondyloarthritis, reactive arthritis, overlap connective tissue diseases, scleroderma, polymyositis,
dermatomyositis, fibromyalgia [currently with active symptoms], or any arthritis with onset prior to
age 17 years). Current diagnosis of secondary Sjogren's Syndrome is permitted.

4. Laboratory values meeting the following criteria within the Screening period prior to the first dose of
study drug: serum aspartate transaminase > 2 X upper limit of normal (ULN); serum alanine
transaminase > 2 x ULN; estimated glomerular filtration rate by simplified 4-variable Modification
of Diet in Renal Disease formula < 40 mL/min/1.73 mz; total white blood cell count < 2,500/uL;
absolute neutrophil count < 1,500/uL; platelet count < 100,000/uL; absolute lymphocyte count
< 800/uL; and hemoglobin < 10 g/dL.

Investigational Product: Upadacitinib
Dose: 15 mg QD
Mode of Administration: Oral
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Reference Therapy: Period 1 only: Placebo for upadacitinib 15 mg QD

Dose: N/A

Mode of Administration: Oral

Reference Therapy: Period 1 only: abatacept

Dose: <60 kg: 500 mg; 60 — 100 kg: 750 mg; > 100 kg: 1,000 mg

Mode of Administration: IV: Day 1, Weeks 2, 4, 8, 12, 16, and 20

Reference Therapy: Period 1 only: Placebo for abatacept (0.9% Sodium Chloride Injection
or Solution for Infusion)

Dose: N/A

Mode of Administration: IV: Day 1, Weeks 2, 4, 8, 12, 16, and 20

Duration of Treatment: Period 1: 24 weeks; Period 2: up to 5 years

Criteria for Evaluation:

Efficacy:
Period 1:
® The primary endpoint is the change from baseline in DAS28 (CRP) at Week 12 (non-inferiority)
Key secondary endpoints are:
e Change from baseline in DAS28 (CRP) at Week 12 (superiority)
e  Proportion of subjects achieving Clinical Remission (CR) at Week 12 (superiority)
CR is defined as Disease Activity Score (DAS)28 (C-reactive protein [CRP]) < 2.6.
Additional endpoints are:
e  Proportion of subjects achieving low disease activity (LDA) at Week 12 (non-inferiority).
LDA is defined as Disease Activity Score (DAS)28 (C-reactive protein [CRP]) <3.2.
e  ACR20/50/70 response rates at all visits;

ACR20 response rate will be determined based on 20% or greater improvement in Tender Joint
Count (TJC) and Swollen Joint Count (SJC) and > 3 of the 5 measures of Patient's Assessment
of Pain (Visual Analog Scale [VAS]), Patient's Global Assessment of Disease Activity (VAS),
Physician's Global Assessment of Disease Activity (VAS), Health Assessment Questionnaire
Disability Index (HAQ-DI), or hsCRP.

e  Change from baseline in individual components of ACR response at all visits;

e  Change from baseline in DAS28(CRP) and DAS28 (erythrocyte sedimentation rate [ESR]) at all
Visits;

e  Change from baseline in SF 36 at Weeks 4, 12 and 24;

e  Change from baseline in morning stiffness at all visits;

e  Proportion of subjects achieving LDA or CR based on DAS28 (CRP), DAS28 (ESR), Simplified
Disease Activity Index (SDAI), and Clinical Disease Activity Index (CDAI) criteria (see below)
at all visits;

e  Change from baseline in EQ-5D-5L at Weeks 4, 12 and 24;
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Criteria for Evaluation (Continued):
Efficacy (Continued):
Period 1 (Continued):

e  Change from baseline in Functional Assessment of Chronic Illness Therapy — fatigue (FACIT-F)
at Weeks 4, 8, 12, 16 and 24;

e  Change from baseline in Work Productivity and Activity Impairment (WPAI) at Weeks 4, 8, 12
and 24;

e  Change from baseline in CDAI and SDAI at all visits;

e  Proportion of subjects achieving MCID in change from baseline in HAQ-DI (defined as change
from baseline in HAQ-DI < —0.3) at all visits;

e ACR/EULAR Boolean remission at all visits.
e  Systemic corticosteroid dose (including cumulative dose at serial time points in Period 1)

DAS28 (CRP) and DAS28 (ESR) SDAI CDAI
LDA <32 <11.0 <10
CR <2.6 <33 <28

Period 2:

Assessments to evaluate efficacy of treatment in Period 2 will be analyzed for the following measures at
Weeks 36, 48, and every 12 weeks thereafter until completion of the study:

e  Change from baseline in DAS28 (CRP);

e  Proportion of subjects achieving CR based on DAS28 (CRP), DAS28 (ESR), SDAI, and CDAI
criteria (as defined for Period 1);

® Proportion of subjects achieving LDA based on DAS28 (CRP), DAS28 (ESR), SDAI, and
CDAI criteria (as defined for Period 1);

e ACR20/50/70 response rates;

e  Change from baseline in individual ACR components;
e  Change from baseline in DAS28 (ESR);

e  Change from baseline in HAQ-DI at all visits;

e  Change from baseline in SF 36 at all visits;

e  Change from baseline in morning stiffness;

e  Concomitant corticosteroid use.

e ACR/EULAR Boolean remission

Assessments to evaluate efficacy of treatment in Period 2 will be analyzed for the following measures at
Week 48 only:

e  Change from baseline in EQ-5D-5L;

e  Change from baseline in FACIT-F;

e Change from baseline in WPAI RA.
Pharmacokinetic (Period 1 Only):

Blood samples for assay of upadacitinib and possibly other concomitant medications in plasma will be
collected at Weeks 2, 4, 8, 12, 16, 20 and 24/Premature Discontinuation.
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Criteria for Evaluation (Continued):

Exploratory Research Variables and Validation Studies (Optional) (Period 1 Only):

Prognostic and predictive biomarker signatures may be evaluated. Samples for pharmacogenetic,
epigenetic, transcriptomic, and proteomic and targeted protein investigations will be collected at various
time points. Assessments will include but may not be limited to nucleic acids, proteins, metabolites, or
lipids.

Safety:

Safety evaluations include adverse event (AE) monitoring, physical examinations, vital sign
measurements, electrocardiogram (ECG), and clinical laboratory testing (hematology, chemistry, and
urinalysis) as a measure of safety and tolerability for the entire study duration.

Statistical Methods:
Efficacy:

All efficacy analyses will be carried out using the Full Analysis Set population, which includes all
randomized subjects who receive at least one dose of study drug.

Period 1 Efficacy:

Analysis of the Primary and Key Secondary Endpoints:

The primary efficacy endpoint will be assessed via non-inferiority comparison of upadacitinib to
abatacept in change from baseline in DAS28 (CRP) at Week 12 using the 95% confidence interval (CI)
of treatment difference against the pre-specified non-inferiority margin.

The two key secondary efficacy endpoints involve the superiority comparisons of upadacitinib to
abatacept on change from baseline in DAS28(CRP) at Week 12 as well as the proportion of subjects
achieving CR based on DAS28 (CRP) at Week 12. The overall type I error rate of the primary and key
secondary endpoints will be strongly controlled via sequential testing.

For the binary endpoint of CR, frequencies and percentages will be reported for each treatment group,
and comparison of upadacitinib to abatacept will be conducted using the Cochran-Mantel-Haenszel test
adjusting for main stratification factors. Non-responder imputation will serve as the primary analysis
approach for missing data handling.

For the continuous endpoint of change from baseline in DAS28 (CRP), the mean, standard deviation,
median, and range will be reported for each treatment group. Comparison between upadacitinib and
abatacept will be carried out using the analysis of covariance model with treatment group as the fixed
factor, and the corresponding baseline value and the main stratification factors as the covariates.
Multiple imputations will serve as the primary analysis approach for missing data handling.
Long-Term Efficacy for Period 1 and Period 2 Combined:

Long-term efficacy by time point will be summarized using descriptive statistics.

Pharmacokinetic:

A non-linear mixed-effects modeling approach will be used to estimate the population central values and
the empirical Bayesian estimates of the individual values of upadacitinib oral clearance (CL/F) and
volume of distribution (V/F). Additional parameters may be estimated if useful in the interpretation of
the data.
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Statistical Methods (Continued):

Safety:

Safety analyses will be carried out using the Safety Analysis Set, which includes all subjects who receive
at least one dose of study drug. Analyses will be conducted for Period 1 alone, as well as for Period 1
and Period 2 combined. Safety will be assessed by AEs, physical examination, laboratory assessments,
ECG, and vital signs. Frequency tables and lists of subjects with treatment-emergent AEs by preferred
term as in the Medical Dictionary for Regulatory Activities dictionary, by system organ class, by
severity, and by relationship to the study drug as assessed by the Investigator will be provided. The
changes from baseline in vital signs, physical examination results, and clinical laboratory values will be
analyzed in a descriptive manner. Shift of laboratory values from baseline to defined time points will be
tabulated.

Section 3.2 Benefits and Risks
Last paragraph previously read:

The dose of ABT-494 selected for the Study M15-925 (once-daily formulation 30 mg
QD) was chosen based on an optimal benefit to risk profile from the Phase 2b studies
(Studies M13-537 [MTX-IR: methotrexate inadequate responder] and M13-550
[TNF-IR: anti-tumor necrosis factor inadequate responder]. The 12 mg BID dose of
immediate-release (IR) formulation of ABT-494 is bioequivalent to the dose proposed in
Study M15-925 (once-daily formulation of 30 mg QD), with equivalent daily AUC and

comparable Cpax and Cpin.

Has been changed to read:

The dose of upadacitinib selected for the Study M15-925 (once-daily formulation 15 mg
QD) was chosen based on an optimal benefit to risk profile from the first two Phase 3
studies from the RA program: Study M13-549 (csDMARD-IR) and Study M13-542
(bDMARD-IR). The data from these studies showed that both the 15 mg and 30 mg QD
doses achieved superior responses to placebo for all primary and ranked secondary
endpoints at Week 12 with a safety profile consistent with the known profile from

Phase 2b studies (Studies M13-537 [MTX-IR: methotrexate inadequate responder] and
M13-550 [TNF IR: anti-tumor necrosis factor inadequate responder].
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Section 3.2 Benefits and Risks
Subsection Risks
Add: new fifth, sixth, seventh, eighth, ninth, and tenth paragraph

Many adverse events (AEs) (serious infections, herpes zoster reactivation, malignancies,
and hematologic AEs) observed with pan-JAK inhibition are thought to be a consequence
of lack of selectivity against the members of the JAK family of proteins. Upadacitinib is a
novel selective JAK inhibitor with the ability to decrease inflammation mediated by
JAK1 signaling while having less inhibitory effects on JAK2 and JAK3. This could
potentially minimize some of the reported safety concerns with non-selective JAK
inhibition which are thought to be mediated by inhibition of JAK2 and JAK3 signaling
pathways.

The safety profile specific to upadacitinib is evolving with safety results to date consistent
with those known to be associated with JAK inhibition. AEs in the categories of infection
such as urinary tract infection, upper respiratory tract infection and herpes zoster
reactivation have been reported as well as AEs in the categories of malignancies, and

gastrointestinal disorders such as gastrointestinal perforation.

In addition, laboratory changes observed with upadacitinib include elevations of serum
transaminases, lipids, creatinine and creatine phosphokinase; both increased and reduced
hemoglobin, depending on baseline inflammatory burden; and reductions in white blood

cell counts, including Natural Killer (NK) cells.

The results of all genetic toxicology testing indicate that upadacitinib is not genotoxic,
however upadacitinib may be teratogenic, which necessitates avoidance of pregnancy in

women of childbearing potential.

A detailed discussion of the pre-clinical and clinical toxicology, metabolism,
pharmacology and safety experience with upadacitinib can be found in the current

Investigator's Brochure.

198



Qbb\vie Upadacitinib
M15-925 Protocol Amendment 4
EudraCT 2016-000933-37

Taken together, the safety and efficacy data from upadacitinib studies to date show a
favorable benefit:risk profile for upadacitinib in the treatment of various
autoimmune/inflammatory disorders and support the continued investigation of

upadacitinib in patients with autoimmune/inflammatory conditions.

Section 4.0 Study Objectives
Previously read:

Period 1

To compare the safety and efficacy of ABT-494 30 mg QD versus abatacept on a
background of csDMARD(s) for the treatment of signs and symptoms of RA in
bDMARD-inadequate response (-DMARD-IR) or bDMARD-intolerant subjects with

moderately to severely active RA who have never received abatacept.
Period 2

To evaluate the long-term safety, tolerability, and efficacy of ABT-494 30 mg QD in
subjects with RA who have completed Period 1.

Has been changed to read:
Period 1

To compare the safety and efficacy of upadacitinib 15 mg QD versus abatacept on a
background of csDMARD(s) for the treatment of signs and symptoms of RA in
bDMARD-inadequate response (-DMARD-IR) or bDMARD-intolerant subjects with

moderately to severely active RA who have never received abatacept.
Period 2

To evaluate the long-term safety, tolerability, and efficacy of upadacitinib 15 mg QD in
subjects with RA who have completed Period 1.
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Section 5.1 Overall Study Design and Plan: Description
First paragraph, second and third sentence previously read:

Period 1 is the 24-week randomized, double-blind, parallel-group, active-controlled
treatment period designed to compare the safety and efficacy of ABT-494 30 mg versus
abatacept for the treatment of signs and symptoms of subjects with moderately to severely
active RA who have an inadequate response to or intolerance to b(DMARD therapy and
are currently on a stable dose of csDMARDs and have never received abatacept. Period 2
is an open-label long-term extension to evaluate the long-term safety, tolerability, and
efficacy of ABT-494 30 mg QD in subjects with RA who have completed Period 1.

Has been changed to read:

Period 1 is the 24-week randomized, double-blind, parallel-group, active-controlled
treatment period designed to compare the safety and efficacy of upadacitinib 15 mg versus
abatacept for the treatment of signs and symptoms of subjects with moderately to severely
active RA who have an inadequate response to or intolerance to bDMARD therapy and
are currently on a stable dose of csDMARDs and have never received abatacept. Period 2
is an open-label long-term extension to evaluate the long-term safety, tolerability, and
efficacy of upadacitinib 15 mg QD in subjects with RA who have completed Period 1.

Section 5.1 Overall Study Design and Plan: Description
First bullet previously read:

Group 1: ABT-494 30 mg QD, N =275 (Period 1)
Has been changed to read:
Group 1: upadacitinib 15 mg QD, N = 275 (Period 1)

Section 5.1 Overall Study Design and Plan: Description
Add: new fifth paragraph

NOTE: In Period 1, subjects randomized to Group 1 under Amendment 3 received 30 mg

QD dose. This study began enrolling under Amendment 3. Starting with Amendment 4,
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subjects randomized to Group 1 will receive 15 mg QD dose. In Period 2, subjects who
enrolled under Amendment 3, including subjects randomized to both Group 1 and

Group 2, will continue to receive open-label upadacitinib 30 mg QD. Subjects who enroll
under Amendment 4 or later will receive open-label upadacitinib 15 mg QD. Subjects
enrolled under Amendment 3 will follow the requirements and study procedures specified

in Amendment 3.

Section 5.1 Overall Study Design and Plan: Description
Seventh paragraph, second and third sentence previously read:

Subjects who are assigned to ABT-494 in Period 1 will continue to receive ABT-494 30
mg QD per original randomization assignment in an open-label manner. Subjects who are
assigned to abatacept for 24 weeks of Period 1 will be switched to receive ABT-494 30
mg QD in Period 2.

Has been changed to read:

Subjects who are assigned to upadacitinib in Period 1 will continue to receive upadacitinib
15 mg QD per original randomization assignment in an open-label manner. Subjects who
are assigned to abatacept for 24 weeks of Period 1 will be switched to receive upadacitinib
15 mg QD in Period 2.
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Figure 1. Period 1 Study Design
Previously read:

All subjects on background csDMARD(s)

moderately to
severely active :
RA who have had c
an inadequate -E
response to _@
biologic £
DMARD(s) AND S L HETELL
have never EICCU n=27%
received
abatacept IV
W12
L | >
Baseline } W24

Starting at W12, initiation of, or
change in, csDMARDs isallowed

c¢sDMARD = conventional synthetic disease modifying anti-rheumatic drug; DMARD = disease modifying
anti-rheumatic drug; n = number; QD = once daily; RA = rheumatoid arthritis; W = week
*  The follow-up period is only for subjects who do not enter Period 2.
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Has been changed to read:

All subjects on background csDMARD(s)

Adults with
moderately to
severely active

RA who have had
an inadequate
response to
biologic
DMARD(s) AND
have never
received
abatacept IV

Randomization 1:1

e

Group 2: Abatacept IV

n=275

wiz2

Baseline 0

Starting at W12, initiation of, or
change in, csDMARD:s is allowed

v

W24

c¢sDMARD = conventional synthetic disease modifying anti-rheumatic drug; DMARD = disease modifying

anti-rheumatic drug; n = number; QD = once daily; RA = rheumatoid arthritis; W = week
The follow-up period is only for subjects who do not enter Period 2.

%*

*3k

subjects randomized to Group 1 will receive 15 mg QD dose.

Subjects randomized to Group 1 under Amendment 3 received 30 mg QD dose. Starting with Amendment 4,
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Figure 2. Period 2 Study Design
Previously read:

PERIOD 2: Follow-Up Period

‘ End of Period 1 Open-Label Extension Period (~ 5 years) (=30 days)

e e >

Abatacept IV
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w24 W28 W32 W36 (and every 12 weeks)

v

QD = once daily; W = week
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Has been changed to read:

PERIOD 2: Follow-Up Period

End of Period 1 Open-Label Extension Period (~ 5 years) (=30 days)

Group 2: Abatacept
v >

W24 W28 W32 W36 (and every 12 weeks)

vl
T

v

QD = once daily; W = week
*  Subjects who enrolled under Amendment 3, including subjects on both upadacitinib and abatacept will continue to

receive open-label upadacitinib 30 mg QD. Subjects who enroll under Amendment 4 or later will receive open-
label upadacitinib 15 mg QD.

Section 5.2.2 Exclusion Criteria
Criterion 19 previously read:

History of an allergic reaction or significant sensitivity to constituents of the study drugs
(and its excipients) and/or other products in the same class including Maltose and Sodium

dihydrogen phosphate monohydrate.

Has been changed to read:

History of an allergic reaction or significant sensitivity to constituents of the study drugs

(and its excipients) and/or other products in the same class.
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Section 5.2.3.1 Permitted Background RA Therapy
Fifth paragraph, first bullet, first sentence previously read:

Initiation of or change in corticosteroids, NSAIDs, acetaminophen or adding or increasing
doses in csDMARDs (concomitant use of up to 2 csDMARDs except the combination of

MTX and leflunomide; see Inclusion Criterion 4) is allowed as per local label.

Has been changed to read:

Initiation of or change in corticosteroids, NSAIDs, acetaminophen or adding or increasing
doses in csDMARDs (restricted to oral or parenteral MTX, sulfasalazine,
hydroxychloroquine, chloroquine and leflunomide except the combination of MTX and

leflunomide; see Inclusion Criterion 4) is allowed as per local label.

Table 1. Examples of Commonly Used Strong CYP3A Inhibitors and Inducers
Column "Strong CYP3A Inducers"
Add:

Rifapentine

Section 5.2.3.2 Prohibited Therapy
Subsection Traditional Chinese Medicine
Previously read:

Traditional Chinese medicine is not permitted during the study, and subjects must have
discontinued traditional Chinese medicine at least 4 weeks prior to the first dose of study

drug.
Has been changed to read:

Traditional oral Chinese medicine is not permitted during the study as these may interfere
with upadacitinib metabolism and exposure and may impact efficacy and safety of
upadacitinib treatment. Subjects must have discontinued traditional Chinese medicine at

least 4 weeks prior to the first dose of study drug.
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Section 5.2.4 Contraception Recommendations
Subsection Contraception Recommendation for Females
Fifth paragraph previously read:

A woman who does not meet the definition of postmenopausal or permanently surgically
sterile is considered of childbearing potential and is required to practice at least one of the
following highly effective methods of birth control that is effective from Study Day 1 (or
earlier) through at least 98 days (Period 1)/30 days (Period 1) after the last dose of study
drug.

Has been changed to read:

A woman who does not meet the definition of postmenopausal or permanently surgically
sterile is considered of childbearing potential and is required to practice at least one of the
following highly effective methods of birth control that is effective from Study Day 1 (or
earlier) through at least 98 days (Period 1)/30 days (Period 2) after the last dose of study
drug.

Section 5.2.4 Contraception Recommendations

Subsection Contraception Recommendation for Females
Fifth paragraph, first bullet previously read:

Combined (estrogen and progestogen containing) hormonal contraception (oral,
intravaginal, transdermal) associated with the inhibition of ovulation, initiated at least

30 days prior to Study Day 1.

Has been changed to read:

Combined (estrogen and progestogen containing) hormonal contraception (oral,
intravaginal, transdermal, injectable) associated with the inhibition of ovulation, initiated

at least 30 days prior to Study Day 1.
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Section 5.2.4 Contraception Recommendations
Subsection Contraception Recommendation for Females
Fifth paragraph, last bullet previously read:

True abstinence: Refraining from heterosexual intercourse when this is in line with the
preferred and usual lifestyle of the subject [periodic abstinence (e.g., calendar, ovulation,

symptothermal, post-ovulation methods) and withdrawal are not acceptable].

Has been changed to read:

True abstinence (if acceptable per local requirements): Refraining from heterosexual
intercourse when this is in line with the preferred and usual lifestyle of the subject
[periodic abstinence (e.g., calendar, ovulation, symptothermal, post-ovulation methods)

and withdrawal are not acceptable].

Section 5.2.4 Contraception Recommendations
Subsection Contraception Recommendation for Females
Add: new seventh paragraph

If during the course of the study a woman becomes surgically sterile or post-menopausal
(defined above) and complete documentation is available, contraceptive measures as

defined above are no longer required.

Section 5.2.4 Contraception Recommendations
Subsection Contraception Recommendation for Males
First paragraph previously read:

For a male subject who has a female partner who is postmenopausal or permanently

sterile, no contraception is required.

Has been changed to read:

Based on data from animal studies (including a fertility study) there is no effect of
upadacitinib on male reproduction. The effects of upadacitinib on human male

reproduction have not been determined.
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For a male subject who is surgically sterile (vasectomy with medical assessment
confirming surgical success) OR has a female partner who is postmenopausal or

permanently sterile, no contraception is required.

Section 5.2.4 Contraception Recommendations
Subsection Contraception Recommendation for Males
First bullet previously read:

Condom use and female partner(s) using at least one of the contraceptive measures as

defined in the protocol for female study subjects of childbearing potential.

Has been changed to read:

Condom use and female partner(s) using at least one of the contraceptive measures as

defined in the protocol for female study subjects of childbearing potential. OR

Section 5.3.1.1 Study Procedures
Subsection TB Testing/TB Prophylaxis
Previously read:

The TB screening tests are diagnostic test results to be interpreted in the context of the
subject's epidemiology, history, exam findings, etc., and it is the responsibility of the

Investigator to determine if a subject has previous, active, or latent TB.

At screening, all subjects will be assessed for evidence of increased risk for TB by a risk
assessment form (Appendix I) and tested for TB infection by QuantiFERON-TB Gold
test. The PPD Skin Test should be utilized only when a QuantiFERON-TB Gold Test is
not possible for any reason (unless both tests are required per local guidelines). The site
staff will complete the TB risk assessment form and enter the data into an appropriate
eCREF.

If a subject had a negative QuantiFERON-TB Gold (and/or PPD) test (or IGRA
equivalent such as T-SPOT TB test) within 90 days prior to Screening and source
documentation is available, the test does not need to be repeated, provided nothing has

changed in the subject's medical history to warrant a repeat test. These cases may be
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discussed with the AbbVie Therapeutic Area Medical Director. The results of the TB

test(s) will be retained at the site as the original source documentation.

For subjects with a negative TB test result at Screening or most recent evaluation, an
annual TB re-test will be performed. The TB test(s) to be performed depends on local
guidelines and whether or not the site has capacity to perform QuantiFERON-TB Gold
testing (see below). If an annual TB test is newly positive (seroconversion), a chest x-ray
(CXR) needs to be performed as soon as possible to aid in distinguishing active versus
latent TB. Any positive TB screen after the patient has started the study, should be
reported as an adverse event. Expert consultation can be considered per Investigator's

discretion.
TB test:

e For regions that require both PPD and QuantiFERON-TB Gold testing, both
will be performed. A positive TB test is defined by local guidelines (for
example, in some countries, both PPD and QuantiFERON-TB Gold are
performed, and if either one is positive, the TB test is considered positive).

e In the absence of local guidelines defining a positive result when both PPD
and QuantiFERON-TB Gold tests are performed, then the QuantiFERON-TB
Gold test result will be the TB test result (QuantiFERON-TB Gold supersedes
PPD).

e If a site has the capacity to perform both PPD and QuantiFERON-TB Gold
tests, and local guidelines require only one test to be performed, then the
QuantiFERON-TB Gold is the preferred test. At a site with capacity to
perform both tests, if a PPD is placed as the only form of TB test at screening,
then the TB test to be used for the remainder of the study for that subject is the
PPD. Similarly, if a subject enters the study with a Quantiferon TB Gold test
alone (negative result), then the subject should have their annual TB test
performed with the Quantiferon TB Gold test.

e Ifthe QuantiFERON-TB Gold Test is NOT possible (or if both the

QuantiFERON-TB Gold Test and the PPD Skin Test are required per local
guidelines): the PPD Skin Test (also known as a TB Skin Test) will be
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performed according to standard clinical practice. The TB Skin Test should be
read by a licensed healthcare professional between 48 and 72 hours after
administration. A subject who does not return within 72 hours will need to be
rescheduled for another skin test. The reaction will be measured in millimeters
(mm) of induration and induration > 5 mm for RA subjects is considered a
positive reaction. The absence of induration will be recorded as "0 mm" not
"negative." Subjects who have had an ulcerating reaction to the TB Skin Test
in the past should not be re-exposed and the TB Skin Test should be
considered positive.

Subjects with a negative TB test and chest x-ray (CXR) not suggestive of active TB or
prior TB exposure may be enrolled.

If the QuantiFERON-TB Gold test is indeterminate, the site should repeat the test with
another blood sample. If the second QuantiFERON-TB Gold test is also indeterminate,

then the subject is considered to be positive.

Subjects with a positive TB test must be assessed for evidence of active TB versus latent
TB, including signs and symptoms and CXR. Subjects with no signs or symptoms and a
CXR not suggestive of active TB may be enrolled after initiation of TB prophylaxis (see

below). Subjects with evidence of active TB must not be enrolled.
TB prophylaxis:

At screening, if the subject has evidence of latent TB infection (positive TB test and the
subject has a CXR not suggestive of active TB), prophylactic treatment must be initiated
at least 2 weeks prior to administration of study drug (or per local guidelines, whichever is
longer); the prophylaxis needs to be completed; however, the full course of prophylaxis
does not need to be completed prior to the first dose of study drug. If the Investigator

deems that it is necessary, consultation with a TB expert could be considered.

Of note: Rifampicin is not allowed for TB prophylaxis.
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Subjects with a prior history of latent TB that have documented completion of a full
course of anti-TB therapy within 1 year prior to first study drug administration will be
allowed to enter the study provided nothing has changed in the subject's medical history to

warrant repeat treatment.

Obtain a CXR every 48 weeks for subjects with TB risk factors as identified by the TB
risk assessment form (Appendix I) or for subjects living in areas endemic for TB or for
subjects with newly positive PPD or QuantiFERON-TB Gold test.

Subjects with documented completion of a full course of anti-TB therapy greater than
1 year prior to first study drug administration may be allowed to enter the study only after

consultation with the AbbVie Therapeutic Area Medical Director.

Newly initiated prophylactic treatment should be captured in the eCRF and in the source
documents. Prior therapy should be captured in the eCRF.

During the study, subjects with new evidence of latent TB should initiate prophylactic
treatment immediately per local guidelines. Study drug(s) should not be withheld and
Isoniazid should be initiated and 2 to 4 weeks later (per local guidelines), subject should

be re-evaluated (unscheduled visit) for signs and symptoms of isoniazid toxicity.

If the subject is experiencing signs or symptoms suspicious for TB or something has
changed in the subject's medical history to warrant a repeat test before the next scheduled
annual TB re-test, the case (including the TB test results) must be discussed with the
AbbVie Therapeutic Area Medical Director.

Has been changed to read:

The TB screening tests are diagnostic test results to be interpreted in the context of the
subject's epidemiology, history, exam findings, etc., and it is the responsibility of the
Investigator to determine if a subject has previous, active, or latent TB. Expert
consultation for the evaluation and/or management of TB may be considered per

Investigator discretion.
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At screening, all subjects will be assessed for evidence of increased risk for TB by a risk
assessment form (Appendix I) and tested for TB infection by QuantiFERON-TB Gold
test. The PPD Skin Test should be utilized only when a QuantiFERON-TB Gold Test is
not possible for any reason (unless both tests are required per local guidelines). The site
staff will complete the TB risk assessment form and enter the data into an appropriate
eCRF. TB risk assessment form will be completed annually for all subjects, regardless of
TB test results.

If a subject had a negative QuantiFERON-TB Gold (and/or PPD) test (or IGRA
equivalent such as T-SPOT TB test) within 90 days prior to Screening and source
documentation is available, the test does not need to be repeated, provided nothing has
changed in the subject's medical history to warrant a repeat test. These cases may be
discussed with the AbbVie Therapeutic Area Medical Director. The results of the TB

test(s) will be retained at the site as the original source documentation.

Subjects with a negative TB test and chest x-ray (CXR) not suggestive of active TB or
prior TB exposure may be enrolled.

Subjects with a positive TB test must be assessed for evidence of active TB versus latent
TB, including signs and symptoms and CXR. Subjects with no signs or symptoms and a
CXR not suggestive of active TB may be enrolled after initiation of TB prophylaxis (see
below).

Subjects with evidence of active TB must not be enrolled.

For subjects with a negative TB test result at Screening or most recent evaluation, an
annual TB follow-up test will be performed. If an annual TB test is newly positive
(seroconversion), a chest x-ray (CXR) needs to be performed as soon as possible to aid in
distinguishing active versus latent TB. Any positive TB screen after the patient has
started the study, should be reported as an adverse event of latent TB or active TB (as

applicable).
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If the subject is experiencing signs or symptoms suspicious for TB or something has
changed in the subject's medical history to warrant a repeat test before the next scheduled
annual TB re-test, the case (including the TB test results) must be discussed with the
AbbVie TA MD.

TB test:

e Subjects with documentation of prior positive result of QuantiFERON-TB
Gold Test (or equivalent) and/or PPD are not required to repeat either test at
Screening or during the study and should be considered positive.

e For regions that require both PPD and QuantiFERON-TB Gold testing, both
will be performed. If either PPD or QuantiFERON-TB Gold is positive, the
TB test is considered positive.

e The PPD Skin Test (also known as a TB Skin Test or Mantoux Test) should be
utilized only when a QuantiFERON-TB Gold Test is not possible for any
reason (unless both tests are required per local guidelines).

e [fonlya PPD is placed at screening, then the TB test to be used for the
remainder of the study for that subject is the PPD. Similarly, if a subject
enters the study with a QuantiFERON-TB Gold test (or equivalent) alone, then
the subject should have their annual TB test performed with a QuantiFERON-
TB Gold test.

e Ifthe QuantiFERON-TB Gold Test is NOT possible (or if both the
QuantiFERON-TB Gold Test and the PPD Skin Test are required per local
guidelines): the PPD Skin Test (also known as a TB Skin Test) will be
performed. The TB Skin Test should be read by a licensed healthcare
professional between 48 and 72 hours after administration. A subject who
does not return within 72 hours will need to be rescheduled for another skin
test. The reaction will be measured in millimeters (mm) of induration and
induration > 5 mm for RA subjects is considered a positive reaction. The
absence of induration will be recorded as "0 mm" not "negative." Subjects
who have had an ulcerating reaction to the TB Skin Test in the past should not
be re-exposed and the TB Skin Test should be considered positive.
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o [fthe QuantiFERON-TB Gold test is indeterminate, then the investigator
should perform a local QuantiFERON-TB Gold test (or through the central
laboratory if not locally available) to rule out a positive test result. If testing
remains indeterminate or is positive, then the subject is considered to be
positive for the purpose of this study. If the testing result is negative, then the
patient is considered to be negative.

TB prophylaxis:

At screening, if the subject has evidence of latent TB, prophylactic treatment must be
initiated at least 2 weeks prior to administration of study drug (or per local guidelines,
whichever is longer); At least 6 months of prophylaxis needs to be completed to remain in
the study.

Of note: Rifampicin or Rifapentine is not allowed for TB prophylaxis.

Subjects with a prior history of latent TB that have documented completion of a full
course of anti-TB therapy will be allowed to enter the study provided nothing has changed
in the subject's medical history to warrant repeat treatment. For subjects with completion
of'a full course of anti-TB therapy, but insufficient documentation, the investigator should
consult with the AbbVie TA MD.

Newly initiated prophylactic treatment should be captured in the eCRF and in the source
documents. Prior therapy should be captured in the eCRF.

During the study, subjects with new evidence of latent TB should initiate prophylactic
treatment immediately per local guidelines and complete at least 6 months of prophylaxis.
TB prophylaxis should be initiated and study drug(s) should not be withheld. 2 to

4 weeks later, the subject should be re-evaluated (unscheduled visit) for signs and

symptoms as well as laboratory assessment of toxicity to TB prophylaxis.
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Section 5.3.1.1 Study Procedures
Subsection Chest X-Ray (CXR)
Last paragraph, first sentence previously read:

A radiologist must perform an assessment of the CXR.

Has been changed to read:

A radiologist or pulmonologist must perform an assessment of the CXR.
Section 5.3.1.1 Study Procedures

Subsection CDAI
Third paragraph previously read:

CDAI=TJC28 + SJC28 + PtGA + PhGA

Has been changed to read:

CDAI = TJC28 + SJC28 + PtGA (cm) + PhGA (cm)

Section 5.3.1.1 Study Procedures
Subsection Pregnancy Test
Second paragraph, first bullet, last sentence previously read:

In the event a pregnancy test comes back borderline, a repeat test is required.

Has been changed to read:

In the event a serum pregnancy test comes back borderline, a repeat test is required

(> 3 days later) to document continued lack of a positive result.

Section 5.3.1.1 Study Procedures
Subsection Pregnancy Test
Second paragraph, last bullet
Add: new last sentence

In the event a serum pregnancy test comes back borderline, a repeat test is required

(> 3 days later) to document continued lack of a positive result.

216



Qbb\vie Upadacitinib
M15-925 Protocol Amendment 4
EudraCT 2016-000933-37

Section 5.3.1.1 Study Procedures
Subsection Pregnancy Test
Last paragraph previously read:

A pregnant or breastfeeding female will not be eligible for participation in this study or be

allowed to continue study drug.

Has been changed to read:

If during the course of the study a woman becomes surgically sterile or post-menopausal
and complete documentation as described in Section 5.2.4 is available, pregnancy testing

is no longer required.

A pregnant or breastfeeding female will not be eligible for participation in this study or

continuation on study drug.

Section 5.3.1.1 Study Procedures
Subsection Clinical Laboratory Tests
Last paragraph

Add: new last sentence

Other laboratory abnormalities, including those which meet the toxicity management
criteria outlined in Section 6.1.7 (Toxicity Management), may be recorded as AEs at the

discretion of the investigator.

Table 2. Clinical Laboratory Tests
Table note "g." previously read:

The hsCRP results starting from Baseline (Day 1) will not be reported to the Sponsor,

Investigator, study site personnel, and the subject.

Has been changed to read:

In Period 1, the central lab hsCRP results starting from Baseline (Day 1) will not be
reported to the Sponsor, Investigator, study site personnel, and the subject. Results of
hsCRP may be blunted in subjects taking a JAK inhibitor, thereby limiting its clinical
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utility in the setting of a possible safety assessment or adverse event management. Any

local hsCRP or CRP tests should not be reported to the investigator until treatment

allocation is unblinded or subject is known to be receiving upadacitinib. In Period 2, the

central lab hsCRP results will remain blinded to the Investigator, study site personnel, and

the subject.

Section 5.3.1.1 Study Procedures
Subsection Hepatitis Screen
Heading "Hepatitis B:"

Heading title previously read:

Hepatitis B:

Has been changed to read:
Hepatitis B Virus (HBV):

Section 5.3.1.1 Study Procedures

Subsection Hepatitis Screen
Heading "Hepatitis B:"

First paragraph, first and second bullet previously read:

e HBsAg
e HBc Ab/anti-HBc

Has been changed to read:

e HBs Ag (Hepatitis B surface antigen)
e HBc Ab/anti-HBc (Hepatitis B core antibody)

Section 5.3.1.1 Study Procedures
Subsection Hepatitis Screen
Heading "Hepatitis C:"

Heading title previously read:

Hepatitis C:
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Has been changed to read:
Hepatitis C Virus (HCV):

Section 5.3.1.1 Study Procedures
Subsection Hepatitis Screen
Heading "Hepatitis C:"

Add: new second sentence

A positive HCV Ab will trigger an HCV RNA test.

Section 5.3.1.1 Study Procedures
Subsection Randomization/Drug Assignment
First bullet previously read:

Group 1: ABT-494 30 mg QD, N =275 (Period 1)
Has been changed to read:
Group 1: upadacitinib 15 mg QD, N =275 (Period 1)

Section 5.3.3.1.3 Additional Variables
Last paragraph and bullet list previously read:

Additional endpoints (at Weeks 4, 8, 12 and 24) are:

e (Change from baseline in SF-36;

e Change from baseline in EQ-5D-5L;
e Change from baseline in FACIT-F;
e Change from baseline in WPAI RA.

Has been changed to read:

Additional endpoints are:

e Change from baseline in SF-36 (at Weeks 4, 12 and 24);
e Change from baseline in EQ-5D-5L (at Weeks 4, 12 and 24);
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e Change from baseline in FACIT-F (at Weeks 4, 8, 12, 16 and 24);
e Change from baseline in WPAI RA (at Weeks 4, 8, 12 and 24).

Section 5.5.1 Treatments Administered
Fifth and sixth paragraph previously read:

Subjects will be dispensed with oral study drug QD (either ABT-494 30 mg or matching
placebo) and receive IV study drug infusions on Day 1, Week 2, Week 4, then g4

thereafter (either abatacept or matching placebo).

Starting at Week 24 (after all assessments have been completed), subjects will be
dispensed study drug (ABT-494 30 mg QD) in an open-label fashion until the completion
of Period 2.

Has been changed to read:

Subjects will be dispensed with oral study drug QD (either upadacitinib 15 mg or
matching placebo) and receive IV study drug infusions on Day 1, Week 2, Week 4, then
g4 thereafter (either abatacept or matching placebo).

Starting at Week 24 (after all assessments have been completed), subjects will be
dispensed study drug (upadacitinib 15 mg QD) in an open-label fashion until the
completion of Period 2.
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Table 3. Identity of Investigational Product
Previously read:

f
Investigational Product Adnl\lgfs:r(;tion Formulation Strength  Manufacturer
ABT-494 Oral Tablet 30 mg AbbVie
Placebo for ABT-494 Oral Tablet NA AbbVie
Abatacept Infusion Powder 250 mg Bristol-Myers
Squibb
Placebo for abatacept Infusion 0.9 Sodium Chloride NA Various**

Injection or Solution
for Infusion 100 mL

**  Can be sourced from approved marketed products from various commercial manufacturers depending on

availability.

Has been changed to read:

Mode of

Investigational Product Administration Formulation Strength  Manufacturer

Upadacitinib (ABT-494) Oral Film-coated Tablet 15 mg AbbVie

Upadacitinib (ABT-494) Oral Film-coated Tablet 30 mg AbbVie

Placebo for upadacitinib Oral Film-coated Tablet NA AbbVie

(ABT-494)

Abatacept Infusion Powder 250 mg Bristol-Myers
Squibb

Placebo for abatacept Infusion 0.9 Sodium Chloride NA Various**

Injection or Solution
for Infusion 100 mL

**  Can be sourced from approved marketed products from various commercial manufacturers depending on

availability.

Section 5.5.3 Method of Assigning Subjects to Treatment Groups
First bullet previously read:

Group 1: ABT-494 30 mg QD, N =275 (Period 1)

Has been changed to read:

Group 1: Upadacitinib 15 mg QD, N =275 (Period 1)
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Section 5.5.5.1 Blinding of Investigational Product
Second paragraph, last sentence previously read:

The unblinded pharmacist (or designated unblinded personnel) will prepare the dosing of
abatacept, or placebo, (in a blinded manner) following the commercially available

preparation instructions as appropriate based on the subject's assigned treatment group.

Has been changed to read:

The unblinded pharmacist (or designated unblinded personnel) will prepare the dosing of
abatacept, or placebo, (in a blinded manner) following the commercially available
preparation instructions as appropriate based on the subject's assigned treatment group
and then provide to blinded site personnel. The blinded site personnel will administer

infusions to subjects.

Section 5.6.1 Discussion of Study Design and Choice of Control Groups
Last paragraph previously read:

The purpose of Period 2 is to evaluate the long-term safety, tolerability, and efficacy of
ABT-494 30 mg QD in subjects with RA who have completed Period 1. Subjects will
continue to receive ABT-494 30 mg QD in an open-label manner.

Has been changed to read:

The purpose of Period 2 is to evaluate the long-term safety, tolerability, and efficacy of
upadacitinib 15 mg QD in subjects with RA who have completed Period 1. Subjects will

continue to receive upadacitinib 15 mg QD in an open-label manner.

Section 5.6.4 Selection of Doses in the Study
Previously read:

One dose of the once-daily formulation of ABT-494 will be evaluated: ABT-494 30 mg
QD. The dose selection in this study is based on analyses of data from two Phase 2
studies in RA subjects (Studies M13-537 and M13-550). The dose selected for
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Study M15-925, ABT-494 30 mg QD, dosed for up to 5 years, is expected to be

efficacious with an acceptable safety profile.

Results from two Phase 2b trials in subjects with RA with ABT-494 immediate release
capsule formulation indicate that all evaluated doses (3 mg BID, 6 mg BID, 12 mg BID,
18 mg BID, and 24 mg QD) were generally well tolerated and without unexpected safety
concerns. The Phase 2 dose-response and exposure-response results in RA show that the
6 mg BID dose approaches the plateau of efficacy, and increasing the dose to 12 mg BID
appears to result in some incremental efficacy benefit, particularly in the more refractory
subjects with inadequate response or intolerance to anti TNF (anti-TNF-IR) biologic
therapy. Therefore, ABT-494 exposures associated with 12 mg BID were selected as the
target exposures to evaluate in this Phase 3 trials in RA patients who are intolerant or

inadequate responders to prior biologic DMARD:s.

In order to enhance patients' compliance and to provide a more convenient dosing
regimen than BID administration, AbbVie developed a once-daily tablet formulation

which will be used in Phase 3.

The 30 mg QD dose of ABT-494 once-daily formulation achieves equivalent daily AUC
and comparable, Cpnax, and Cpin to 12 mg BID IR formulation. In Phase 2 studies, the

12 mg BID dose was clearly shown to achieve the plateau of efficacy.

Has been changed to read:

One dose of the once-daily formulation of upadacitinib will be evaluated: upadacitinib

15 mg QD. The dose selection in this study is based on analyses of data from two Phase 2
studies in RA subjects (Studies M13-537 and M13-550) as well as results from the

first two Phase 3 studies in the RA program: Study M13-549 (csDMARD-IR) and

Study M13-542 (b DMARD-IR). The dose selected for Study M15-925, upadacitinib

15 mg QD, dosed for up to 5 years, is expected to be efficacious with an acceptable safety
profile.
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Results from Studies M13-549 (¢csDMARD-IR) and M13-542 (bDMARD-IR) showed
that both the 15 and 30 mg QD doses of upadacitinib achieved superior responses to
placebo for all primary and ranked secondary endpoints at Week 12 and demonstrated a
safety profile consistent with the known profile of upadacitinib from Phase 2 studies.
Therefore, upadacitinib 15 mg was selected for comparison to abatacept in this Phase 3
trial in RA patients who are intolerant or inadequate responders to prior biologic
DMARD:s.

Section 6.1.1.3 Adverse Events of Special Interest
Bullet list previously read:

e Serious infections, opportunistic infections, herpes zoster, and TB;

e Malignancy and lymphoproliferative disorders;

e (astrointestinal perforations;

e Cardiovascular events (e.g., major adverse cardiovascular event [MACE));
e Lipid profile changes;

e Anemia and hemoglobin effects;

e Decreased neutrophil counts;

e Decreased lymphocyte counts;

e Increased serum creatinine and renal dysfunction;

e Hepatic events and increased hepatic transaminases;

e Increased creatine phosphokinase (CPK).

Has been changed to read:

e Serious infections

e Opportunistic infections

e Herpes Zoster

e Tuberculosis

e Malignancy

e Non-Melanoma Skin Cancer (NMSC)
e Malignancy excluding NMSC
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e Lymphoma
o QGastrointestinal Perforations

e Adjudicated cardiovascular events (e.g., major adverse cardiovascular event
[MACE])

e Lipid Profile Changes

e Anemia

e Neutropenia

e Lymphopenia

e Increased serum creatinine and renal dysfunction

e Hepatic events and increased hepatic transaminases
e Elevated creatine phosphokinase

e Embolic and thrombotic events (non-cardiac, non-CNS)

Section 6.1.4 Adverse Event Collection Period
First paragraph
Add: new second sentence

Subjects who discontinue study drug treatment but continue to participate in the study will

have SAEs and nonserious AEs collected for the remainder of study participation.

Section 6.1.4 Adverse Event Collection Period
Third, fourth, and fifth paragraph previously read:

Additionally, in order to assist the adjudication process, additional information on any
potential MACE will be collected, if applicable.

In the case of any of the following reported events, an appropriate supplemental MACE
eCRF should be completed:

e Cardiac events;
e Myocardial infarction or unstable angina;
e Heart failure;

e (erebral vascular accident and transient ischemic attack;
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Cardiovascular procedures (SAE Supplemental Procedure eCRF).

In the case of any of the following AEs, the corresponding Supplemental AE eCRF

should be completed:

Hepatic (discontinuation or interruption of study drug due to a hepatic related
AE; a hepatic related SAE; a subject experiencing an ALT/AST > 8 x ULN or
ALT/AST > 3 x ULN in conjunction with a total bilirubin > 2 x ULN);

Renal (renal impairment; renal dysfunction; renal failure; a subject
experiencing a serum creatinine > 2 mg/dL);

Herpes Zoster infection;

CPK increases considered by the investigator to be an AE

Has been changed to read:

Additionally, in order to assist the adjudication process, additional information on any

potential cardiovascular events will be collected, if applicable.

In the case of any of the following reported events, the supplemental cardiovascular

events eCRF should be completed:

Cardiac events;
Myocardial infarction or unstable angina;
Heart failure;

Cerebral vascular accident and transient ischemic attack;

In the case of a reported AE of herpes zoster infection, a Supplemental AE eCRF should

be completed.
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Section 6.1.5 Adverse Event Reporting
Last paragraph, first sentence previously read:

The sponsor will be responsible for Suspected Unexpected Serious Adverse Reactions
(SUSAR) reporting for the Investigational Medicinal Product (IMP) in accordance with
Directive 2001/20/EC.

Has been changed to read:

The sponsor will be responsible for Suspected Unexpected Serious Adverse Reactions
(SUSAR) reporting for the Investigational Medicinal Product (IMP) in accordance with
Global and Local Regulations.

Section 6.1.6 Pregnancy
Second paragraph, last sentence previously read:

Pregnancies in study subjects and their partners will be collected from the date of the
first dose through 98 days (Period 1)/30 days (Period 2) following the last dose of study
drug.

Has been changed to read:
Pregnancies in study subjects and their partners will be identified from the date of the

first dose through 98 days (Period 1)/30 days (Period 2) following the last dose of study

drug and the pregnancy will be followed to outcome.

Section 6.1.7 Toxicity Management
Third paragraph, last sentence previously read:

If any serious allergic or anaphylactic reaction occurs, intravenous or subcutaneous
abatacept therapy should be discontinued immediately and appropriate therapy initiated,

and the use of abatacept should be permanently discontinued.
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Has been changed to read:

If any serious allergic or anaphylactic reaction occurs, intravenous abatacept therapy
should be discontinued immediately and appropriate therapy initiated, and the use of

abatacept should be permanently discontinued.

Section 6.1.7 Toxicity Management
Fourth paragraph, fifth, sixth, and seventh sentence previously read:

Re-challenge with study drug may occur once the infection has been successfully treated.
If study drug has been interrupted for a serious infection for more than 7 consecutive days
during the first 24 weeks of the study (Period 1) or 30 consecutive days thereafter

(Period 2), the subject must be discontinued from study drug. Subjects who develop

active TB must be discontinued from study drug.

Has been changed to read:

Study drug may be restarted once the infection has been successfully treated. Subjects
who develop active TB or experience Hepatitis B reactivation must be discontinued from

study drug.

Section 6.1.7 Toxicity Management
Eighth and ninth paragraph previously read:

ECG Abnormality: Subjects must be discontinued from study drug for an ECG change

considered clinically significant OR a confirmed absolute QTcF value > 500 msec.

Management of Select Laboratory Abnormalities: For any given laboratory
abnormality, the Investigator should assess the subject, apply the standard of care for
medical evaluation and treatment following any local guidelines. Specific toxicity
management guidelines for abnormal laboratory values are described in Table 4 and may

require an appropriate supplemental eCRF be completed.
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Has been changed to read:

ECG Abnormality: Subjects must be discontinued from study drug for an ECG change
considered clinically significant and with reasonable possibility of relationship to study
drug OR a confirmed absolute QTcF value > 500 msec.

Management of Select Laboratory Abnormalities: For any given laboratory
abnormality, the Investigator should assess the subject, apply the standard of care for
medical evaluation and treatment following any local guidelines. Specific toxicity
management guidelines for abnormal laboratory values are described in Table 4 and may
require an appropriate supplemental eCRF be completed. All abnormal laboratory tests
that are considered clinically significant by the Investigator will be followed to a
satisfactory resolution. If a repeat test is required per Table 4, the repeat testing must
occur as soon as possible.

Table 4. Specific Toxicity Management Guidelines for Abnormal Laboratory Values
Parameter "AST or ALT," "Serum Creatinine," and "Creatine Phosphokinase"
previously read:

Laboratory Parameter Toxicity Management Guideline

AST or ALT e Discontinue study drug if confirmed ALT or AST > 3 x ULN by repeat
testing with new sample and either a total bilirubin > 2 x ULN or an
international normalized ratio > 1.5.

o INR will only be measured in subjects with ALT or AST
>3 x ULN by the central lab by reflex testing and confirmation is
not needed for consideration in toxicity management criteria.

e  Discontinue study drug if confirmed ALT or AST > 3 x ULN by repeat
testing with new sample along with appearance of fatigue, nausea,
vomiting, right upper quadrant pain or tenderness, fever, rash, and/or
eosinophilia (> 5%).

e Discontinue study drug if confirmed ALT or AST > 8 x ULN by repeat
testing with new sample.

e Discontinue study drug if confirmed ALT or AST > 5 x ULN by repeat
testing with new sample for more than 2 weeks.

For all of the above ALT or AST elevation scenarios, complete
supplemental hepatic eCRF.
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Laboratory Parameter Toxicity Management Guideline

Serum Creatinine e If serum creatinine is > 1.5 x the baseline value, repeat the test for
serum creatinine (with subject in an euvolemic state) to confirm the
results. If the results of the repeat testing still meet this criterion then
interrupt study drug and re-start study drug once serum creatinine
returns to < 1.5 x baseline value.

e Ifconfirmed serum creatinine > 2 mg/dL interrupt study drug, and re-
start study drug once serum creatinine returns to normal reference
range or its baseline value.

For the above serum creatinine elevation scenarios,,complete supplemental
renal eCRF.

Creatine Phosphokinase e Ifany confirmed CPK value > 4 x ULN (if symptomatic or
asymptomatic), complete supplemental CPK eCRF.

e If confirmed CPK >4 x ULN accompanied by symptoms suggestive of
myositis or rhabdomyolysis, interrupt study drug, complete
supplemental CPK eCRF, and contact AbbVie Therapeutic Area
Medical Director.
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Has been changed to read:

Laboratory Parameter

Toxicity Management Guideline

AST or ALT

e Interrupt study drug immediately if confirmed ALT or AST >3 x ULN
by repeat testing with new sample and either a total bilirubin
> 2 x ULN or an international normalized ratio > 1.5.

o INR will only need to be measured in subjects with ALT or AST
>3 x ULN by the central lab. A repeat test of INR is not needed
for determination if above toxicity management criteria are met.

e Interrupt study drug immediately if confirmed ALT or AST >3 x ULN
by repeat testing with new sample along with appearance of fatigue,
nausea, vomiting, right upper quadrant pain or tenderness, fever, rash,
and/or eosinophilia (> 5%).

e Interrupt study drug immediately if confirmed ALT or AST > 5 x ULN
by repeat testing with new sample for more than 2 weeks.

e Interrupt study drug immediately if confirmed ALT or AST > 8 x ULN
by repeat testing with new sample.

Subjects who meet any of the above criteria should be evaluated for an
alternative etiology of the ALT or AST elevation and managed as medically
appropriate. The investigator should contact the AbbVie TA MD to discuss
the management of a subject when an alternative etiology has been
determined. The alternative etiology should be documented appropriately
in the eCRF; study drug should be discontinued if no alternative etiology
can be found.

For any confirmed ALT or AST elevations > 3 ULN, complete

supplemental hepatic eCRF.

e Subjects with HBc Ab+ (irrespective of HBs Ab status) and negative
HBYV DNA at screening who develop the following should have HBV
DNA by PCR testing performed within one week:

o ALT>5xULNOR

o ALT or AST >3 x ULN and either a total bilirubin > 2 x ULN or
INR > 1.5 OR

o ALT or AST > 3 x ULN along with clinical signs of possible
hepatitis

e A positive result for HBV DNA PCR testing in these subjects will
require immediate interruption of study drug and a hepatologist
consultation should occur within one week for recommendation
regarding subsequent treatment.
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Laboratory Parameter Toxicity Management Guideline

Serum Creatinine e If serum creatinine is > 1.5 X the baseline value and > ULN, repeat the
test for serum creatinine (with subject in an euvolemic state) to confirm
the results. If the results of the repeat testing still meet this criterion
then interrupt study drug and re-start study drug once serum creatinine
returns to < 1.5 x baseline value and < ULN.

e If confirmed serum creatinine > 2 mg/dL interrupt study drug, and re-
start study drug once serum creatinine returns to normal reference
range or its baseline value.

For the above serum creatinine elevation scenarios,,complete supplemental

renal eCRF.

Creatine Phosphokinase e If confirmed CPK value >4 x ULN (if symptomatic or asymptomatic),
complete supplemental CPK eCRF.

e If confirmed CPK >4 x ULN accompanied by symptoms suggestive of
myositis or rhabdomyolysis, interrupt study drug, complete
supplemental CPK eCRF, and contact AbbVie Therapeutic Area
Medical Director.

Section 6.1.7 Toxicity Management
Subsection Period 2
First bullet previously read:

Allow study drug interruption up to 30 consecutive days for AEs and emergency surgery

during Period 2.

Has been changed to read:

Allow study drug interruption up to 30 consecutive days.

Section 6.1.9 Cardiovascular Adjudication Committee
Add: new section title and text

6.1.9 Cardiovascular Adjudication Committee

An independent committee of physician experts in cardiovascular adjudication will be
utilized to assess potential cardiovascular AEs in a blinded manner as defined by the

Cardiovascular Adjudication Committee charter.
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Section 6.2.2 Reporting
First paragraph, first sentence previously read:

Product Complaints concerning the investigational product must be reported to the
Sponsor within 24 hours of the study site's knowledge of the event via the Product

Complaint form.

Has been changed to read:

Product Complaints concerning the investigational product must be reported to the
Sponsor within 1 business day of the study site's knowledge of the event via the Product

Complaint form.

Section 8.1 Statistical and Analytical Plans
Add: new third paragraph

The statistical analysis described in this section applies to subjects who are enrolled under
Amendment 4 or later. For the subjects enrolled under Amendment 3, no formal

statistical analysis is intended.

Section 8.1.5.2.1 Treatment-Emergent Adverse Events (TEAE)
Seventh paragraph, first sentence previously read:

The AEs of special interest (including but not limited to infection, opportunistic infection,
herpes zoster, TB, gastrointestinal perforations, malignancies, MACE, renal dysfunction,

anemia, increased CPK, and drug-related hepatic disorders) will be summarized.

Has been changed to read:

The AEs of special interest (including but not limited to serious infection, opportunistic
infection, herpes zoster, TB, gastrointestinal perforations, malignancies, MACE, renal
dysfunction, anemia, increased CPK, and drug-related hepatic disorders) will be

summarized.
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Section 8.3 Randomization Methods
First bullet previously read:

Group 1: ABT-494 30 mg QD, N =275 (Period 1)
Has been changed to read:
Group 1: Upadacitinib 15 mg QD, N =275 (Period 1)

Appendix B. List of Protocol Signatories
Previously read:

Name Title Functional Area

Therapeutic Area

Therapeutic Area

Pharmacovigilance and Patient Safety
Statistics

Clinical Pharmacokinetics and
Pharmacodynamics

Bioanalysis

Clinical Program Development

Global Clinical Drug Supply

Has been changed to read:

Name Title Functional Area

Therapeutic Area

Therapeutic Area

Pharmacovigilance and Patient Safety
Statistics

Clinical Pharmacokinetics and
Pharmacodynamics

Bioanalysis

Clinical Program Development
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Appendix C. Local Requirements

Subsection Korea

Heading "Contraception Recommendation for Females"
Fifth paragraph, first bullet previously read:

Combined (estrogen and progestogen containing) hormonal contraception (oral,
intravaginal, transdermal) associated with the inhibition of ovulation, initiated at least

1 month prior to Study Day 1.

Has been changed to read:

Combined (estrogen and progestogen containing) hormonal contraception (oral,
intravaginal, transdermal, injectable) associated with the inhibition of ovulation, initiated

at least 1 month prior to Study Day 1.

Appendix D. Study Activities (Period 1)
Table note "q." previously read:

hsCRP results will remain blinded to the Sponsor, Investigator, study site personnel, and

subject for all visits except Screening.

Has been changed to read:

In Period 1, the central lab hsCRP results starting from Baseline (Day 1) will not be
reported to the Sponsor, Investigator, study site personnel, and the subject. Results of
hsCRP may be blunted in subjects taking a JAK inhibitor, thereby limiting its clinical
utility in the setting of a possible safety assessment or adverse event management. Any
local hsCRP or CRP tests should not be reported to the investigator until treatment
allocation is unblinded or subject is known to be receiving upadacitinib. In Period 2, the
central lab hsCRP results will remain blinded to the Investigator, study site personnel, and
the subject.
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Appendix F. Study Activities (Period 2)
Table note "k." previously read:

hsCRP results will remain blinded to Sponsor, Investigator, study site personnel, and the
subject. Treatment assignment may be unblinded to Sponsor only when the last subject

completes Period 1 (Week 24 visit) for an interim analysis for regulatory purposes.

Has been changed to read:

In Period 1, the central lab hsCRP results starting from Baseline (Day 1) will not be
reported to the Sponsor, Investigator, study site personnel, and the subject. Results of
hsCRP may be blunted in subjects taking a JAK inhibitor, thereby limiting its clinical
utility in the setting of a possible safety assessment or adverse event management. Any
local hsCRP or CRP tests should not be reported to the investigator until treatment
allocation is unblinded or subject is known to be receiving upadacitinib. In Period 2, the
central lab hsCRP results will remain blinded to the Investigator, study site personnel, and

the subject.
Appendix R. Rheumatology Common Toxicity Criteria v.2.0 Example

Column "1 — Mild"
Delete:

No medication or OTC
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